PCT 



w a is >^ 




|(51)H»*«^*-9 6 : 

A61K 31/195, 38/00 



Al 



(11) Hfo4>^: 
(43) BB^B: 



W099/55325 
1999*F11 J3 4 0 (04.11.1999) 



(21) ifStif: 

(22) HB*itB: 

|(30)tt5fc&: 

98108105.3 



PCT/CN99/00059 
1999^4^260(26.04.1999) 

1998^4^ 26 S (26.04.1998) CN 
1(71X72) ifcW A/#*A: ^&fg(ZENG,Zhongmiiig) [CN/ 

CN]; +Hr3K«»*IHJW*'*iUEAREIKt ifiP&SS 
55:518052, Guangdong (CN). 

|(74)ft«A: tHHISKaffiiaftfl**?!!****'* 
(CCPIT PATENT AND TRADEMARK LAW 

office); + H**m+«n3t*«2#8a,*a» 

5^:100037, Beijing (CN)c 



(81)»£B: 

AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, 
CU, CZ, DE, DK, EE, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ, 
PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, 
UA, UG, US, UZ, VN, YU, ZW, ARIPO^'J(GH, GM, KE, 
LS, MW, SD, SL, SZ, UG, ZW), gfcM^?!l(AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM), 0:^*1 (AT, BE, CH, CY, 
DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, 
SE), OAPI^;f!l(BF, BJ, CF, CG, CI, CM, GA, GN, GW, 
ML, MR, NE, SN, TD, TG) 



I ( ^) Titu ; nRTi r.s FOR RF.ni TriNH VA GINAL ArmiTV AND TREATM ENT OF VAGINITIS, AND THE USE 
THEREOF 

I (54) £ m ^s¥71usli5Kffis » ff m « » mm R&m& 

| (57) Abstract 

The present invention relates to drugs for reducing vaginal acidity, treatment of abnormal enhancement of vaginal 
acidity, and high acidity vaginitis associated with abnormal enhancement of vaginal acidity, especially for treatment of fungal 
vaginitis, comprising one or more of ingredients as follows: amino acids, physiologically acceptable salts of amino acids, 
oligopeptides and polypeptides. The present invention also relates to the use of the said amino acids, oligopeptides and 
polypeptides according to the invention, as active ingredients or auxiliaries, on preparing drugs for reducing vaginal acidity, 
treatment of abnormal enhancement of vaginal acidity, and high acidity vaginitis associated with abnormal enhancement of 
vaginal acidity, especially for treatment of fungal vaginitis; and the use thereof as nutriment for vaginal mucuous membranes on 
preparing vaginal topical drugs. It also relates to methods for reducing vaginal acidity, treatment of abnormal enhancement of 
vaginal acidity, and high acidity vaginitis associated with abnormal enhancement of vaginal acidity, especially for treatment of 
fungal vaginitis. 
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% m iisLO-ir*# ®te £ ^ & m st a. #*] JL&n #. w it*. # 

*£. 75 % is*_fc. ^t^-^^i±— ^Jl-U'liWil 

JACK D. SOBEL, MD. Candidal Vulvovaginitis. ifcfc-J&f 
(Clinical Obstetrics and Gynecology) 1993 -f- Vol. 36(1): 
153-165. i^^-hi^^Sd^^hm^i-^. 6^3f 4£3t*flL 
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*L0L iL^*fl-FWifc + *1f£.-fc, B«l$ffltttfc*M«*/*.$L#- 
Wit#4Mf£JMl#**»|. 

75 - 80 %,**#UM4ff$:MMfc , ±. &Jt*iU 
|L4t*MP*$25r*kffi#— ^>Ti^85 - 90 %( $-$L JACK D. SOBEL 

^^fri&X.^, 3t*jft-««&WatAiiL^-*ita( W it pH <0L<4.O ), 

JLJL^^^^^^^^PpT^J^^Kit^^ ?l&0liOL, 

^^.at--*ll.*^^**'»tWitlJl^it^^^. >ML^f *t 
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^JLA. *aJt§£> iL^sU^ ^-Hgfcj&-. 

^H-ftifr. A^ watt at*lUL3iitfl^wst*»*^,* 

Wit A* JMfteWitJl. 
£ 3 ^ $] US4937234 4S*f- 7 — # 1 * * # A A « *b*i 

IK-Utt* tf-ILrtL iMtS^ M#.A» a^-ILA, 

#^-A^, *ti-MTim *»«^*J-SLi«^**« l - 12 

^«^«iM**#«A'hJa.#*J«&*lt#^4fe*^«!3ta, #^-#]*, 
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JfcJUu £J&*tyTte#4JI*fcNaUl* suite *3rW at 
it A* * if » * * **t W ifcA*. 

£.JIk: An, n=l, 2, / , 10 ; 

£ Jft.: Am, m=ll, 12, , 100 ; 

Ji^it^t A4MUMt + tt4UUfc8Uk n, m ^#]#S#u 
£jfc^ttt#.4UfcA£.ft, JUUfcJMMLfflaiJM*: ( - C - N 
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^ ^-tLSx., JUtJliL &#.g£. -f MLgsL ^JU^ ifc-ft, 
lft#.^ *fr#,S£> #*»]4fc&tt#iMTiM* 

^-fLSUsr. £.4~-&flfe* ^AtfcJfr* 
^#,8*. ^-H^ JMMltiL ;ML#t 

itT f i &*>tfi : &&J&* ^J&.^JS&^F, il^tlf^ 

JLg£* 3£^#.&, Jtt#.AL . - 
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-S-Jft^lNlJK. (Xanthan Gum), 1.0 - 2.5%, ^Jfc 

&Srt3t4fc, 30 - 350mmol/L, 3fc%\fc&LlbMJk-&L&& : k 

^ 80 - 200mmoI/L; ^%^^f^J&.. ^Jlt^ia^Ht, Jl&ft* S 
J«u ^Jfc^^#lB.^&-^*-fcT^«.3t«.HrtJt4fc, ^0.5- 
15.0%(W/V), 2 - 6 % (W/V). 

*?*t. jL^#»iMMfr «-f-**JMM5. 
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^tf-t^Tit^^tf/^ii ( W/V ) 100 4 

41 4.0- 8.0, -fr^JH^PT. 5cHT5lffi^B.3^lf, ^T^JA l») 

BISMOL ;£#Wii.IfcJM-* , *#SL J^iMiWitA, # 

>£. ^1 & m ^ R % ffl t #i ft & . 
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♦ ^itA^^«*T^flL3t»Hfti.4fc,*^i& O.Oi - i.5g, 
o.ii l.og , — j.^-^.. 



-8- 



WO 99/55325 



PCT/CN99/00059 



*1\ ***l*JMH*-i$. 

ML* SJ&, £4$% to; ^T^-fr* 

vjLtt&TMjhMtiiMJLtiL* Sit. £j§t###A^tt4M-tf« 

EE5t pH4Mfc#* 4.4 - 4.6 

*J-f 't£ W , SI teiL£iSL#*fe*-**fe W at 

£iMN 1 

# 3.0g < 

j£i5#,gR.. SS-#,Sx.* Df-Mfc. J»*.lt£ 2.36mmol ) , S£ 

-*ftft&1.0g, M&^l.Og, $-£J&1.6g&$, ^^10O*fh 
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ft *p*r. 

2 

&TilLm)k&J&ft, l tfj5-&ffl&7 ioo 

3 

S^^r^jfc^3.0g, 3L&4ftl.5g, S3£L<&2.0g, :$£j&1.8g, 

#3.0glHr&jfe4K 1.0g4UMM*K 1.6g ;fa>V 
100ml aMr*.*#, *lfr**-3Mt*fi.4»**f, If-^i&^Jfc^j^ 

£*M* 5 

4&Ti&i&>b*MUS*1-, ^4M&^*fe#!l 1 #^r&-#]^7 100ml 

J«*.lt, ^Ai&, S8-#,g£, ^A&, Jt4l&, 

-f * A A, 

4 Ait, *MUfc, &#,g£> i.o(w/v); 3JLg£ 

M 1.0%(WA0; f^El.6%(WA^); i$ l§ pH8.3 . 

^ife-W 6 
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3?L^-iu&, *MR.*, ^#,S£, flSJl&; 2.0%(W/V) 

iM***fc i.5%$LJ*4ft(W/v); i.5%(WA0*JiJR.; 

#T*£»>b#JM*#-. 1 **3-sJhH4-7 100 

^A8k.> Jffi#.#L J f 

iSAJfc; *m & 

l.Og ; 
2.0g; 

l- 6 g> 

^ife-W 8 

4*Ti£i&rt;#JMi*h J^Mfr**** l ttar**i*T 100*^- 

ftjfe. &A8£; 
T*l O.Smmol: fig-A^ -f-fMfc.*.. ^A^. 

* Alt. H-ILlft.. #A&. ^JLA^; 

H-j&JK. i.6g ; 

*T*i&**Jpt.J**, 1 #>3r$JHH*-7 100*:* 
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T?']#.S-&^ 1.5mmol: £-#,g£> £-t.gU^ jM^-H^L 

^-fLg** ^-Hg£. ^JcSs., Jit-US^ 
T?']#,;g-gMfc^0.2miiiol: ^#,^4*. Sg-^^K Jfe-iL##. 
^JtSMfc, $!^gl#K 

2g 

g^*l:ife#0.8g; 
^"^JlSt. 1.6g ; 

10 

9Ufe. ^ft^$L. J*.&tiL 

T?']#.^gMft^0.1mmol: -fJHUUM*. 

^#,^4$. -tMtg£#K JMUfctt. ^S#.^. fe*.*4ft, 

4Ut$f O.Smmol , IU&# 0.16mmol 

^H"^: 0.2ppm , £UR-£ 0.2ppm , m tifc. 0.2ppm , ^^.4*5 0.2ppm 
2g 

H-^JK. 1.6g ; 

11 ( #.*J ) 

Jt^Ml 
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l.Ommol ; 

SMIS*, -f JUMUfc, -tMl*L Ji*.&, 

0.3mmol ; 

#3b#,gx-, 
l.Ommol ; 

£~#,&4$, 5L4-Jt^.#J^ l.Ommol; 
ftjllfc, M-^&L, 
0.2mmol; 

J&^^, Jlfc^^^ O.lmmol ; 

C 200 

itj*^L4b^H.J^«.100*^". *M^, &#*E-£:^30 

^*fc*!l3: 4&>Tg£.*k#fOf£h SL^T 100^#*-it^^ 

&#.&; 

^b#,g£#J, ^^tM-^l.Ommol; 
SMrj&iii*M50£&; 
1.5 JL; 
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#^#,1*, ^ Jlt#,flfc, 

l.Ommol ; 

StM§:*I:iii^l50^&: 

( *£: JiSML*.*. 1200 *JL) . 

15 ( ) : 

*T5£i&rt;#*.JSiM-i5, «iH*gSJlMrJl.Jf 

iH&= 10: 20: 70 ). 

0.5 Jl, ^ 0.1 $L' 

%r~tt%jk, m^m., ^ 

150 $&: 

^Jt^ 0.24 

( -a-i*^* 10 - 30 % , W%L&1l 1 - 3 % ) 

^Jtf£, J?-$-fUfc. 3£ ^-it^, Aft-ftfe, &#.g£, ^ 

l.Ommol ; 

SNi^i^ 150 
^^Jk 12 & 

***J 17 #*db»Tfcrts#JMi*1-, «l#jSJR.iLE 

£JMMMfr 0.5 09&'£O.1&. + 
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$-tb^$L, ^#,&> ^ 

LOmmol; 

m^^L 0.24 & 

%&&\ is ( z&i: ) 

^JtSMfc 500 & 

5000 >5"#-te 
19 ( feffl ) : 

WEi- "tHfr- 10: 20: 70 ), 4£4^JaU£^ 

^0.25&, 0.1 &: 

^MllMft 250 & 

it^-fctiU* 250 jL 

^ML^L 100 & 

£*M*| 20 

#-T*£ge.*b##^$-, l 100 ^ fh 

T^J#.^^^-1.0mmol: 

#k 3b-it&#j> Jtt#.&tt, a^A*t«; 

T?'JJtS~&#i-£0.1mmol: gg-ILgx.#j, -¥-JJML&*^ 

^JUfc4ft. -tMLAtt. &4Mfc4ft« *fr#.*Mft, ft*.**** 
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iUfc^p 0.5mmol , JL^M 0.16mmol 

0.2mmol , 0.2mmol , M-^^ 0.2mmol , J&*% 

^ O.lmmol ; 

fe^^ 0.2ppm , $Lfe-t 0.2ppm , m & 0.2ppm , $£&£5 0.2ppm 
^J&J8L 1.6g; 

iMk**i 1 

*, 9)pH<3.8, xjfc-Jt * Jl-**.-^-- iMf# 

3ml, #f$ — ^.ifetfJL^I&fe, m^Z-3L 

^hW «JM5t^**pH* 4.4, «MJfefc*MfcJMH& J f- 

3 /U^iM-lX. 
3Ufr£«l 2 

A" . *hh , ml*) 
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&%r&$L. Art:. fe>ML!J3A#imii:^»4WMe, tHpH<3.8,-xje- 

X &&&&&&£r% : &^-53!r'%n&, ft* Wit A" . 

mSr&z? G^Jf-te&'y, #R&4'Sfr4frpH£J!r4.0. 
2£^J3i§3;*L, *4 0iaLd'&4fepH£4.4. 2/5j£# 

#«UMMF-£. t^^«r^ , 4M-*f$4b;fc*3r 

P H<3.8, Wifc^»4&t*JL*.*JMItfi*. ^^&#] 3#>ML 

#*3mi, #«^^o mm~^ 

*W5t*tJt*«, ^>>M&pH4.0, 
*.*JLj|.lt, tt&J8ft.£.Plit.d'SMfrpH.£.4.4 4t$. 
3Mfr£*9 4 

^«LJ^A^. 4BL;MLflAfiWifc^»#jMfc, «J pH3.8 , £jf 3fc 

sktotiL'y, mn^-^Ym^m^^ «JWit^»4&pHiM.4, 

i£^iC^vU£^, £Nit.£*£fr4frpH<3.8, Wil^»4frt*JM-tf 
*M"*»ifJ£. J^&fetf 11 4Mtl0ml, #9 — 
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*Ufc. Efl iitft^ pH 4.0 , — - 

i^j£J^J9!i£4WpH4i4.4, 

( i ) fe&nM: sua *jsjr, 

A. *M:at*#"1.0%(W/V)* iftl%(W/V), H-JKJtt. 

1.6%(WA0, pH6.7 

B. #^il:ife^5.0 o /o(W/V). Jt^* 1%(W/V). itjgJR. 

1.6%(WA0, pH6.7 

( 2 ) jMM**-*.: ^Wi£^:*4frpHte<4.0tt&:£ttWit4* 
-J- , Sl *p $fcJK.-f 2ml 5c $ ^.Jft.*5r 6 J^^-^j^ t 

lOul, £37 *fc*n*,Bl4U£#-, -f- 10 'h 

ffiilff #/ t g£fe;fc$^##]##, ^-^10 - 24 'Mtfi£#4fe pH 
T AM. 4.1; ifc-MMIrSt 5.0 %«*>ML«!l§f$*Jxi-WiMf 

/ 6 «fc**#'!BJL*|MH4M, ##-10- 24 'M»fr##4fr pH4i.;# 5.1 . 
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Jg-#^ 10 'Mtf 




( % > 


pH 


pH 




pH41 


1 % G+b 


6.7 


6.5 


G+b 


4.1 G-b, G+c 


5 % G+b 


6.7 


6.5 


G-b 


5.1 G+c, G-b 




5sL 


MMr6 


#.J»f4&. 



Zf-f-gHtgL, &£-m*&&tt$L 
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^MLSfcft, £.4~-fttiL iL^MLSt 

^> ^JL^ it 

+jfc#,*L ft-Ugx.. -S--ft.it* MAlfc, # 

MftJl^g£:f**/i££-JiL: ^-Hg£, ^Jt6M&, ^^MLSx., il^-iLSb 

Jfe, ^JL§£, It-a^. &JL^. 

#4UUfctt4*ilU *P:&. 4*Jfc, #JL 

6. 1 ft *tftS^. 6 JIML 
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11. #-#-h^^'J^t^-^^^^, 

12. #.#Ji3*.*LiN**.t^— *%tfJ$i%i, *##4£JR4M4 

13. #*M»J*£-12ttl$#, **r#*Mfc*MHSL 

14. «L**LiW**.13*&J|#, * + «if/ftJR*i|S'ltJftfr^Jt. 

15. «L*Ji**L*l**.t^— ^^«4&, *t*WUUfc, £ 

16. #.*-til.*L*i*#.t^— £t-£l&&. 
JiT*£tt-IUl-l£#&tt 30 - 350mmol/L„ 

iT-ii^tM^i^^f^ 80 - 200mmol/L. 

18. #.*JiitisL^**.t^'ft'— *t#.*A, 

0.5 ~ 15 %**/4M*. 

19. — #i££#i&£lT?']#4^, 6.^*.*.^, £.«JlT-&£ 

20. #.#*L#J*jjS. 1 - 19tt$4M^lfc«WiML0L ^^mit 

21. — #jM*WjMLSL tetf WiMkfc^lMrs, ^^Kit 
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